On the other hand, TRH (Irie and Tsushima 1972) , LH-RH (Rubin et al. 1973) , and arginine (which is thought to release GH-RF) (Lawrence et al. 1970; Pecile et al. 1972; Martin 1973; Merimee and Rabin 1973) often stimulate GH release in acromegalic patients. On an assumption that TRH, LH-RH and GH-RF might participate in the dopaminergic stimulants induced GH decrease in acromegalics, we previously examined the relationships between paradoxical GH decrease with L-dopa and several combinations of GH increase with TRH, arginine, and LH-RH in these patients. According to statistical analyses, a significant correla tion was observed on GH decrease with L-dopa when acromegalic patients were more responsive to TRH and less responsive to arginine (r=-0.881, p<0.001) (Hanew et al. 1977a) .
In order to know if this correlation is generally acceptable for other dopam inergic stimulants, we examined the relationships between paradoxical GH decrease with CB-154 and several combinations of GH increase with TRH , arginine, and LH-RH in patients with acromegaly. 
PATIENTS AND METHODS

Patients
Comparison of GH responses to CB-X54 and to TRH
Plasma GH responses to TRH, arginine , LH-RH and CB-154, and interrela tionships between GH response to CB-154 and several combinations of GH responses to the other 3 agents were shown in Table 1 and Table 2 , respectively.El even of 20 patients with acromegaly showed a paradoxical dec rease with CB-154 (paradoxical responders), and percent decrease from basal val ue varied f rom -51.5 to -92.8% (Mean -74 .6%; Table 1 ). Two cases (K . Kw. and LW.), h owever, showed an increase in GH as normal subjects (normal responders).Af ter administration of TRH , 13 out of 20 patients showed an increase in GH above 50% from the basal value (Table 1) . Among them , 10 cases were paradoxical responders to CB-154 and one case (I .W.) was normal responder to CB-154.
There proved a significant negative correlation betwee n the percent change of GH induced by CB-154 and log value of increase rati o (I.R. Comparison of GH responses to CB-154 and to arginine Both CB-154 and arginine stimulate GH release in normal subjects (Eddy et al. 1974; Camanni et al. 1975) . After administration of arginine, 11 out of 20 cases showed an increase in GH above 50% from the basal value (Table 1) . Of these 11 cases, 7 were paradoxical responders and other 2 (K.Kw. and I.W.) were normal responders to CB-154. There were no correlations between the GH response to CB-154 and the GH response to arginine (represented as I.R. on arginine) or the log value of I.R. on arginine ( Table 2) .
Comparison of GH responses to CB-154 and to LH-RH
After administration of LH-RH, 7 out of 20 cases showed an increase in GH above 50% from the basal value (Table 1) . Of these 7 cases, 5 were paradoxical responders, and the other one (I.W.) was normal responder to CB-154. There were no correlations between the GH response to CB-154 and the GH response to LH-RH (represented as I.R. on LH-RH) or the log value of I.R. on LH-RH (Table 2) .
Interrelationships between GH response (percent change) to CB-154 and several combinations of GH responses (increase ratios) to TRH, arginine and LH-RH When changes in GH on CB-154 were compared with the combinations of GH responses to TRH, arginine and LH-RH, comparatively large correlation was to take place via the release of hypothalamic GH-RF (Martin 1973; Merimee and Rabin 1973) , the following 3 possibilities might be considered, 1) hypothalamic GH -RF reserve is not diminished by the elevated GH levels, 2) this factor is released by arginine in the arginine responsive patients (Martin 1973) , and 3) these patients have GH-RF receptors, whereas unresponsive patients might have no receptors on their somatotrophs. On the other hand, as dopamine is thought to release the hypothalamic GH-RF (Muller et al. 1968) , dopaminergic stimulants (such as L-dopa and CB-154) induced GH increase in normal subjects is also thought to be via the release of the factor (Boyd et al. 1970; Martin 1973; Merimee and Rabin 1973) . In connection with these findings, the fact that the cases which were more responsive to arginine than to TRH (e.g., I.W., K.Kw. and K.Ku.) showed clear increases or a slight decrease in GH on the administration of CB-154 give a support to our hypothesis that even if in patients with acromegaly those dopaminergic stimulants would possess the similar GH-RF releasing activity like arginine .
A significant correlation was also observed between paradoxical GH decrease with CB-154 and log _??_. However , this was not predominant compared with the former index for the CB-154 induced GH decrease. Therefore, it is speculated that CB-154 has not a significant effect on LH RH release in these patients.
When the relationships between GH responses to CB-154 and several combinations of GH responses to TRH , arginine, and LH-RH in this study were compared with the relationships between GH responses to L-dopa and those combinations of GH responses to the above three agents in previous study (Hanew et al. 1977a) , closer relationships were found on L-dopa than on CB-154 . This findings might be explained by the fact that GH-lowering effect of CB-154 is longer than that of L-dopa in patients with acromegaly (Chiodini et al . 1975; Sachdev et al. 1975; Belforte et al. 1977) . Furthermore , when CB-154 was compared with L-dopa in their effect on GH secretion in 20 cases in this study , one (I.W.) showed an increase in GH on CB-154 but no response on L-dopa . One case (Y.O.) showed an increase on L-dopa but no response on CB-154 , and other 2 (K. Ku. and M.K.) paradoxical decreases on CB-154 but no response on L-dopa. The remaining 16 cases, however, showed similar responses in GH both to CB -154 and L-dopa . Thus there exist fine differences in affecting GH secretion between them , although major actions of these two dopaminergic stimulants are similar .
As mentioned already , CB-154 has been used widely for the therapy of active acromegaly. However, long-term CB-154 therapy sometimes decreases the effec tiveness, even if the patients initially show paradoxical GH decreases after a rapid test of CB-154 (Sachdev et al. 1975; Belforte et al . 1977) . Relating to this problem , we have interesting data that among 7 cases on chronic CB -154 therapy 5 showed good responses to the therapy and the index_??_was consistently exceeding 2 (range : 2.1 to 22.2) . On the other hand , the index in the remaining acromegaly.
